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(54) Title: PREVENTIVES AND REMEDIES FOR PULMONARY HYPERTENSION 

(54) mwozft: m&fiLK&^fo • t&mm 

(57) Abstract: Preventives and remedies, etc. for pulmonary hypertension which comprise a mutein of the MCP-1 antagonistic 
inhibitory type or its salt, DNA having a base sequence encoding the mutein of the MCP-1 antagonistic inhibitory type or a neutral- 
izing antibody against MCP-1. Because of having a hypotensive effect, etc., the mutein of the MCP-1 antagonistic inhibitory type 
or its salt, DNA having a base sequence encoding the mutein of the MCP-1 antagonistic inhibitory type and a neutralizing antibody 
against MCP-1 are useful as preventives and remedies for pulmonary hypertension (in particular, primary pulmonary hypertension). 
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MCP-1 ©fiKitilA f^f > t) b < tt^O^, MCP- lOtetaMSA 
T^f Kti*$EWS#T5DNA*fcttMCP - 1 ll*t-f 3+fnta# 

MCP - 10fefammmi*T4>hls<\tt<Dl&+ MCP — 1 <Df£ffilfi*SU* 
HTSSliBaWSWrSDNASfcttMC P - 1 fC#TS4 3 fatfE# 
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MCP — 1 (Monocyte chemoat tract ant protein-1 : ~?S7U7 y— v^-ffrfteg 
«C-C^r : E*^>7 7 5 »JHR®^3e Attl&BRS!^ 

&£) <3D^i3E8IS»C#<»SOTlri*c:t7&*ft]6nT^S (Takeya, M. et. al., H 
urn. Pathol. 24:534-539 (1993) ; Yla-Herttuala, S. et. al. , Proc. Natl. Aca 
d. Sci. USA. 88:5252-5257 (1991)) . 

— Tff, K^ttMi^ifiUE-fiE (primary pulmonary hypertension : PH) HZ^&PFBk. 
O^STa&D, Sa©te5, 



MCP - 1 (Monocyte chemoat tractant protein-1 : ?^D7 7-y»B 

&£) <Dm&fflz&<mmisT^ZZiti)m*>nx^2> (Takeya. M. et. al. , H 
um. Pathol. 24:534-539 (1993) ; Yla-Herttuala, S. et. al. , Proc. Natl. Aca 
d. Sci. USA 88:5252-5257 (1991)) . 
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#-r*MCP--i©Mttia#a!AT-f><? (*wid»k:*v»t r^ias^A^ 

(1) MCP- KD^iaPE*^A^-r> ! fe)L<^©^ MCP-lOMt 
lAf-f HtSttSfiJU WSDNAifcttMC P - 1 

(2) MC P - 1 ©JSMf lAr-f >#7 ND-MC P - 1 ffe5±g (1) 

(4) mmshmm^m • femftm&m?zmm*mm.-rz>tc&<D±m en tarn 

(Z)MCP-l©ftJaE#SfAx-T>feb<«-e©m, MCP - lCJSHiitlA 
T-f >&3— Kt"**ttB2^&WTSDNA*ifcW:MCP- 1 fc^'TS c Plft*t# 

(5) ±13 (1) fE«<E>MCP- l<DStrLia*MA^-r> : feU<a^0^, MC 
P.- 1 <Dt£inmWm&9-t FT5«SE3&J£i«&l&WK:S!#"rs -cts 

T^«^^^) SMCP-l (Rollins, B. J. Chemokines. Blood. 90:909-92 

8 (1997)) ; m&mn : l-ea^n^rsyiE^^fts^^^s) ©w-r 

(1) MCP-l©N»6 2-7 6#B0|fc#75/mSB^J#>£fc5A5H' 

(2) mcp-ion»^3~7 6#@©^#y$/m@a#i#>£&5A7M' 
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(4) MCP-1©N»^5~7 6mB<Dfflft7S.;m.mP}frt>feZ>&^'( 

(5) MCP-1©N*»^6~7 6#@©HB#75ym@B?«/^£&3A-7M' 

(6) MCP-l©N»f,7~7 6#B(D§^T5ymSB^J^e»^^)A7 : -f 

(7) MCP-lON»f,8~7 6#@O^T5ymiB^J^e>^^A^-r 
>> 

(8) MCP-l©N*^e.9~7 6#@(Z>g&#75y$EfE^e>fr3A5H' 
>, 

(9) MCP-1©N*^5 1 0~7 6#gcD^T5/m@B^?>^-5A^ 

(1 0) MCP-1©N*^5. 11-7 6#g©^T5ymi3^e>^:^A 

(1 1) MCP-10N*a*»52-8#l©75ytaS^*bfc75yil 

sa^fj mmm^: 2) ^e»*5Af^ > (^wam^^-cra. t7nd-mc 

p-U t$r?z>) , 

(12) MCP - 1 ON*«*5 3#l0As p*«A 1 a fcMfcSn&ATH' > 

(13) MC P- 1 ON^6 2 2#@C0Va 1 Ms pUSi^nfeAf^ 
(1 4) MCP- l(0N5fc$Sj5>5 2 4#@©Ar gRe u Kg^nfcA^- 

< >&i:A^tfbn, #^ 7nd-mcp- lfim&LKm^znz. 
sufflis mm** warns, nmmm. ^ut» ffM/smia, ti», 
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>^^ai& 7>f)w\>.xm&* m&mm. ±&mm. ft&mm. mmm 
m. mmmm, nmm. mmmm. ^mmm m. 7^077-^ rmm. b 
mm* •r^a.^jv^-mm. mmmm. ft^n. $f&j& wm . 

mwm. mmmm. ^mm. ^mm. &&mm. figg-m* ffw 
*> b < ttimrau *fc«^n6>m©««^«, ^irna^L < 

, vm, wm. KMMjm. mm. mm. mmrm. mm. *m) 

. WM. TSft, ft, Jfflli> MR, ffFIR> 4iJS, ¥4£J5§L AS© -5, S'J^ 

. jBw. iffi* (M. /n», -\-~mm) . stw. fom. mm. 
mm. mrm. ^.msk. m&m. m%. mm. mm. #*s-s&ft 

l££:«2{@£Ui (09*.«1~2 OigE ^KBl-9fl8I, SSJCifF 
£L<ttifc (09, 1-5) fl@) ©75/Sto*$«fcU&7'5>'B&E#k (DIH^J#-^ 
: 2tr^fc$n5T5/miB^J{cl ^fe«2TO± (f»U«l~2 0im 
*b<tt-l~9fflg§E, i£P>\Zft&V<n§k W. 1~5) AS) 075/M 
jbnUfc7^/&E?!U (DIH^J#-^: 2T»$nST5ymiH3?iJ4 , ©l Sfe«2 
fflEU: (M^l~2 0« «F$I/<Hl~9f|g, $£>{C$F£L<«$t 

i~5) m) ©7 5 y t^ffi(D7 5 y tTt t $ n&7 5 y ssga?j> 
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%)V#*z/)Vm (-COOH) $fctt*M^>k-h(-COO") -Vfc&ifi 
, C»75 H (-CONH 2 ) ifciilXriV (-COOR) Tr&oTt><£ 

^^TXXr;H©RiUTH #!l;Uf> X5Vk n-^atiVK -f 

y^ , ntf;wt>b<ttn-^'5 1 ;^£©c 1 _ 6 T;^;u*, 0»J;U*, s>^n^>^ 
;u - c x _ 2 &b<«a-±:7 £ © a - ± y ?-)V -c 1 _ 2 

m<z>«-b£>ffi» (0a*.wc, -oh, -sh, 75;s, -f 5 ^y-jvs, -f 
;i/*^^(DC 1 _ 6 T;i'^/-i';^i:©c 1 _ 6 T'>;i/S^i:) T^s^nxv^^ 
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»P7h^77^- ^*>»D7h^7 7^-^i*?)^D?^7 7 

*mw<D&T-( ><d&)&\z\$. mmttEio&w&R&f&mwm&m ^z>z\t 
FttMB, 4- (2', A'-zf* b^s/7oi-;v-t Hn^p->^^;v) 7i;^>Hi 

, 4- (2', 4'-^^ h^rv-^oc— ;i/-FmocT5yx^;i/) ^cn/^v^tfUgte^S 

ttflsttH§ffl^s^i:**"T?trs^ Iffc, a^tfsM's 
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5 h^tbtlt DCC> KW-5?'(V7u¥M)l#i?'f* N\ N-X5P;i/-N' - (3- 

{b^«^-fe5^ffl]S!J^MJ hobl mo^t) iithiz^mr^ym^mm 

mm \z m-ha-t ^ £ nmmm^ £ tc mm 1 17 5^ & ^ v> «hoob txx 

*<DW.m £fr -o £ £ & < £ m D If d £ ic J; D -hfr&i£g-£- £fr & 5 £ £ # 

M©73/MlSibTtt, MX\*. Z. Boc, ^-yt'J-75M 

#;i^-;k Cl-Z, Br-Z, 7:5^ >3^:t* xtfxuk h^Mnyt? 
;k :7^u;k *;i^;k 2-xhD7ixj^;i'7xx;i/ ) y7xxj^7 

tDVtf^jvmt. 7;p^x7tjv (^AH *5P;k x5p;k 7 

ntr;K y^;K ^-y+U-T'fJk ~>^d^>^;k s^n^s^k ~>;7 

ixtJV, 4-xhn^>^vxxrM 4 h^^>^;vx7.^;k 4- 

7DO^>y;i/XXf;k ^>XkKU;l/XXf^ 7xt-»XXrJK ^> 
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-J)VH-^r )Vtf =.)V t F 7 i? h\ 9 - */ * U — ^ h * v# ;P#x;P fc: H 5 H 

5=-P^>©7xy— ;H*7KlfeS©««StbTtt, Bzh Cl 2 -BzK 

2--hP^>^k Br-Z< J/tU-^M^ffl^Sn*. 

tX^XZM 5^y-JV©§iSiLT«, Tos, 4-*h3^>-2, 3 

, 6-hU ^^;^>i?>7,;i/^-;K DNP, ^>v;i/^v^^;K Bum, Boc> Tr 

4,5-hU^nn7xy-;k u-^-hn7i/-jk ^7;^wj^-;p 

, ;^-b07x/-Jk HONB, N-th*n^i?5/5H, 

<5H> HOBt) zkdjlx^m fc-zufim^ztiZa mw7s.sg<Dm&4frzn 

Gmfczizzzmmm** ^v7°nH;vx^75>, Hjx^;i/r5>, tf 
^us»; }?ui?>i3i£\z£z>m&mm, ^utm^T^-r^i- hw&\z 

«fc*it7G&:£t>Jf v>SftS. ±K»&SK«fcSjffi«IEJS;«:, -M-2 0'C~ 
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mn<Dfcm\zmtt^T°te^mm<D&m&£zfi%mM. izzmz^vwm 
mv>mm. Kmzm^T^mm&(Dmmtu£\t^0m^^^w^m(D^^ 

m^xm^^^o B&Kfo(Dmmiz^Tiz±mh\%m-e&z>o ^iz^vm 
f.nfc§i^>/^g5»itm ±m^m\z^v-r^x(DumM^m^v. 
mmoim.? ynzm&nz z. t^-e^&o zwm.? >n*7m-m.%L<n&wmm^ 

znzzh&xzz, 

;^^^>M^fi07;^-jViii^ t7$y ii7f;i/ £ bfef^, *3893. 

^^^stutu «ah mm-eri$m<D^-fnizi:-DX<b& 
m^^h^m^^. &fcmmmm*^%m&\$wmm*mfc?z> zt.\z 
(DtmhhTte. wx.it. u~r<DG)~©izmm-gnfcj5fetfmf ens. 

®M. Bodanszky M. A. Ondetth ^y^F • ^>-fe->^ (Peptide Syn the 
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sis), Interscience Publishers, New York (1966^) 

©Schroeder£J;t£Luebke, if • ^rf^- F (The Peptide), Academic Press, New 
York (1965$£) 

®&£,t&m xxxmrn^ ^it^msmm u ' *>^«<zMt^iv> 205. ( 

1977¥) 

, 7"V ADNA, ^/ADNAM^U- WIHbfciBBje • Sffi»*5l5© c DN 
A, MEbfciHBlfi • Il**©cDNA7'f7*7'J-, MDNA©^fni?fe 

^DmRNASi^^ilMbfefeO^fflViTia^Reverse Transcriptase Polymera 
se Chain Reaction (£AT, RT-P C R^BMrT-S) Iz&^TmmiTZ) Z. t. fe 

5DNA, m^m^: 2 T^$n^75 7 i^J^ii^^ 7 ND-MC P - 

tt§DNA^t>'fl^en§. 
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© A^-T > £ =3 - H D N A©^m»l5^J ££-J&D N A 7°^ -f £ 

-(cm^^^DNA^*^^CDAx-r ^ab-?)V^^^$:WT-5DNA 
»fjtfeb<fi-a-fi£DNA*fflViT^f^bfe : fo(7)t(D/\-f^U^-r-fe*-->3>^J: 

a7-'^o-->if (Molecular Cloning) 2nd (J. Sambrook et al. , Cold 
Spring Harbor Lab. Press, 1989) ^m^m^a^-oT^v Z. 

DNA©itti3?U<D^I (^--M-iP-g^) tt> £2tK£>*yK WAtf, Mu 

TM TM 

tan -G (SSit (80 ) . Mutan -K (^Jgjfi (1*) ) fcZ&m^T* Gapped 
dup 1 exfe^Kunke \mts:E(D& fcteftl 0^&&&Wttnt>\zmV2>J}mz$t-?X 

?>^i:^-r#^)o MDNA«^-(D5'5|c$ra#J(3^iR|flMn F >£: ITCATGS: 
#U *fe3'*^M^«S!iR^±i3 H>tlTfflTAA, TGASfdiTAG 
^UTV^-C^^V^ C ^ n H>^^ihn F>fet, ^ii&-&J5& 

DNATy^^-^MViTf^ilp-r^ilt%-T?#€>. 

*^BJ!CDA^>€r3-HT^DNA<D^3El^^^-«, MAt^ (-T) 
BJKDA^-OSr^ — Kf5DNA/i^lWiTi>DNA|fM"^^]0tHt, (P) 
iDNA|rjt&lS^I^i'^-t©yo ; E-^-©TMi:Mt^C<!:tJ: 

^^-tbTH ^IIS*©y7X5H (flU pBR 3 2 2, p 

BR 3 2 5, pUC 1 2, pUC13) , fe^ttEb^^^Tv 5 F (0»J, pUB 
110, pTP5, pC194) , mmm^^XS. F M. PSH1 9, pS 

hi 5) , A77-yfet*o;^rUt77-^ i/hnCK;ux, 7^->-y 

^-OWX, /\^iD'>-f;VX75: ( i:<Diitl^-r;i/7>^;i:©^> pAl-11, pX 
Tl, pRc/CMV, pRc/RSV, p cDNAI/Ne o^WV^tl 
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<5„ 

CMV (1M h*#n->OUX) ^Dt-^- HSV-TKyn^- 
&£^#&:f£>n£,, Z.n*>0)v%, CMV^ot-^- SRa7°n^- ft 

-^-> Uc^D^-, recA^D^-, APL^-^- 1 
p pr/n^E-^-ft**:/^ ^^v\^;u7,«M-r^ SPOl^nt- 

AOXiyot-^-, PHOS^Pt-^- PGK^nt-^- G 
AP^P€-^- ADH^P^E-^-ft^flWlfcUVio ^^*«-Tr2fea 

^'J AttM~>y±)l. mm^r-tl-, SV4 0llt'Jy> CE*T. s 
V4 0 o r i LmWTZ>iM£r&%>Z>) ta£&^VX^Z>1bO)%:m^Z> £ htfX* 
IKY-ij-tLTil 5>fcHnmBHR7C»* (SAT, dhfr 

fS?-r*»'&5&**S) , ^^-v-r~>>WttJte^ (i^T, Neo.tlSit5«^ 
£3, G4 1 8»tt) dh f rIgf«^Vhl/*t- h (M 

TX) Wtt*, NeoiJG41 8»tt^#4t^o #fC, d h f riS^^M? 
t^z-XAAX^-iHSCHOO^Tdh f r ite^fca&v— # — <h IT 

tfitrTSo Si^lvrUtTIfT^^^H PhoA ■ i/>f1r)Vfm* OmpA 

Fa • y^^)vmm. sue 2 • ^^;ne^J^t\ ^/^i&MJ&t 



WO 01/89582 



13 



PCT/JP01/04381 



i'>iUk7Ifitm i->xUk7-niJ (Escherichia coli 

) Kl 2 • DH 1 C^nj/— *?>>fX • • ^"->3^ • 7*^5- • * 

^ • t-f X>H X • t"/ • if • a-iXl- (Proc. Natl. Acad. Sci. US 
A) , 6 0m, 1 6 0(1 9 6 8)], JM103 iJ^Z-iVvZ • 7^X- U 
•9— 3\ (Nucleic Acids Research) , 9#, 309(198 1)), JA221 
. ^ . . ;^^- n ^_ (Journal of Molecular Bio 

logy) ) , 120 #, 517(1978)), HB 101 [5?* — jr)\, • JrZ? • =E 
V^^— - /Vf=f-n3?— , 4 1#. 4 5 9(1 9 6 9)) , C 6 0 0 C^x^ 
W v ^7 X (Genetics) , 3 9t, 4 4 0 ( 1 9 5 4) ) UEt^ l^StlS. 

/WWIitbTH 09;U£. /W^^fM (Bacillus subtilis) 
M I 1 1 4 (v 1 — >, 2 4#, 255(198 3)) , 207-21 C^-fr— ±JV 
• • ^^5 7 hU— (Journal of Biochemistry) , 9 5#, 8 7(19 

8 4) ) ^OT^sns. 
if ^bt(i, M^.^ ■D-y^jnY'ft^ ■fel/tf^i (Saccharoiyces cere 

visiae) AH22, AH22R - , NA87-11A, DKD-5D, 20B- 
12, y^/lryAnT'f'feX 5^>^s (Schizosaccharomyces pombe) NCYC 

1913, NGYC 2 0 3 6, t£*7 /Ub'JT, (Pichia pastoris) KM 7 

5fe$Hfc£fflJi§ (Spodoptera frugiperda cell ; S f MM) * Trichoplusia tl\<D*$ 

m*5fecDMGl«> Trichoplusia ni©5PS*OHigh Five™«, Mamestra 
brassicaefi5fc<MJ&££:teEstigmena acreaS3fe©iifflJi&&<H#W*£*i'£° tf 
-fM^BmNPVC^}! S&£4frfbilHI& (Bombyx mori N ; BmN») 
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feMt^nS. iSflitLTli M^-H Sf9» (ATCC CRL1711) 
» S f 2 lffllg (RJh, Vaughn, J. L. ^f>-^hn (in Vitro) , 13, 21 
3-217, (1977)) te£f)m^t>nz> a 

(Nature) , 3 1 5#, 5 9 2(1 9 8 5)1 . 

WjWfflM^VXfo, MX-l*> t;«COS-7, Vero, ?t<--XAA 
^^-liCHO (JgTF> CHO«Hj&fcl»E) , dh f rfltg^XIS^Wx- 

XAA7^-*CHO (EJT, CHO (dhf r ~) ifttimfefE) , x">7,L 
tDJfi, 7WAtT-20, 7>)7 5in-?Ifi, 7yhGH3, thFLI 
HS, 2'9 3«, C12 7M, BALB.3T3i§, Sp-2«M^ 
e>n^> 0 ^n<b<D<$X"h, CHO«, CHO (dhf r") iB, 2 9 3« 

• ^->-3^-;i/ • • 3rzf • iM'x>sMX • * -9-* • zl— xxx— ( 

Proc. Natl. Acad. Sci. USA) , 6 9i, 2 1 1 0 (1 9 7 2)^>y-> (Gen 
e) , 17t, 1 0 7 (1 9 8 2)^H^iam^fe^-DTfT^5iI<h7&5T?^S 

o 

;i/ • ^x^tV (Molecular & General Genetics) , 1 6 8#, 1 1 1 ( 

mx.lt* *VvX • -f > • x^tnf- (Meth 
ods in Enzymology) , 1 9 4#, 182-187 (1991), V> 

#x - - if • -r^B^-)v ■ m^s.— • ^-y • ki>wx ♦ • if • 

n.— X7.X- (Proc. Natl. Acad. Sci. USA) , 7 5#, 1929(1 978 

SA«fflje^Mm*^«|gSI"r«5»rtt, /Ht/ri'/ny- (Bio/Te 

chnology) ,6, 47-55 (1988)) fr<E^tB«<Mf£^-?TfT&5 £ i 

hn— ;K 263-267 (1995) (^jHSfc&fr) * Cf-f PD5?- (Virolo. 
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gy) , 5 2i, 4 5 6 (1 9 7 3) ('fB^^iC^oTfr^^ CI tWZ^Zo 

aham, F. L. and van der Eb. A. J. ^DDy- (Virology) 52. 456-467 (1 
973) ) v mm.mitk CNuemann, E. et al. x>4^ • ^JV (EMBO J.) 1, 
841-845 (1982) ) mfim^btlZo 

. mhUX T*T*tt*t&. ^aift^ SiiliitT 
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;tmM9ftti C^^- (Miller) , 9 J*—irj\, • • xi^^U 
'••<>• ^l/^o.^— • v'x^f'f (Journal of Experiments in Molecu 

lar Genetics) ,4 3 1—4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2] jWSLV*. HUfcj&glCk D:/D*— ^ — £8frsp«fc<flftj&MtS5;fc«> 

It^Xv'x U t7If©*^ «St 1 5 - 4 3 -C TiW 3 ~ 2 4 B#M 

MV^J^J1I©^> 3 0-40 6-24 RfMfTft 

—)V*r- (Burkholder) CBostian, K. L. yai/-y>^X-t 

y • if • - • - if-<i>wx - • if • a-xx 

X— (Proc. Natl. Acad. Sci. USA), 77 #, 4505(1980)) ^0. 
5%*if5/^Mt-5SDt«! CBitter, G. A. yny-y>^X-* 
:/• if • ~}->3j-)l • 7#^5- • • ^x>WX • • If - a-xx 
x- (Proc. Natl. Acad. Sci. USA) , 8 11, 5 3 3 0 (1 9 8 4) ] ifl 

"C-3 5^1?^ 2 4-7 2RNIflfr&V>, i^SKuSCTffi^fll^SJnAS. 

1&^£*«SauWfiT**»K*s«Mtt*»«-raiR» mmtVX^ Grace's Inse 
ct Medium (Grace, T. C. C. . ^-f^- (Nature) ,195,788 (1962)) iC^IMtb 

fcio%^ ->jMm ^©ssia4*is3ffii: jnA& t> £>wb e> n^„ p h« 

*t]6. 2-6. 4fCf|S-r§©^^bVi 0 m*tt®TO2 7. < CT?*&3 — 5 BW 

-2 O^MJE^Jfaif £^tTMEMi&tt& C-tf-rx>X (Science) , 1 2 2#, 
5 0 1(1 9 5 2)) , DMEMi^l D Oy- (Virology) , 8#, 3 96 
(1 9 5 9)3 , RPMI 1 64 0iglfc C^^-^W • • if • 7^ U # > • 
^^-r^;!/ • TV^x-ya > (The Journal of the American Medical Associ 
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at ion) 19 9#, 5 1 9(1 9 6 7)], 199Sttl ^DJ/-^.^- 
if • VIMx-tV • 7*— • if • A*-f jruit-ZDV - *t4 7>> (Proceeding of 
the Society for the Biological Medicine) , 7 3#, 1(1 9 5 0)] fcEifl 
ffll^na. pHfcM$6~8T&5©;W£LV>. ig«teiISI$3 0^-4 ot: 

Wfc, CHO (dhf r") «*3<fc£Kd h f r it^^I^-^-d: bT 
±BBJSS&»j&> 6*5891© AtM* ^S^WHW-Tatett, MAH TfB©^^ 

*3§93©a^ >&*M^fes^ttaaiia*^»m-rsKiieLTa, 

U A 43 <fc XS/ £fc £ cfc o Tift: £ V * ttffllB & L 1t © 
"6\ afrfr#«^3iBfc«k 0*5891© A >©a«Itfi^2r#a^^^Mffi 
V>#5. M®M©^{C^^m^T-v ! >^i:©^>/^^'l±^. HJ h> 

TM 

X-10 0 Jft^CQl^S^te^J^^tlTViTfeJ:^. 

fc#*±ift, fcsv^ttjfljfflflit+fc^sns*^^©^^ >©«»«, s#^*n 

©#Hi • »84ffi$ai«JK:Sa*^t>-&Tff^:'5 E ij&t-CfrS. 6 ©&»©#«! 

^U^ilSU *i^S D S - #U 7^ U F^M^i^t* 

nom&mmTttfe. 77^ -^o?b^7^-ft £©# MWiafntt 
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& < LTtkj&T&^mwoi&T-f >(Dfe$E\z. mm%iW-*m ^fcx>iM a-y 

A / 7 v •te-f U E \Z £ K)MM~$~Z> Z\ Ltf-Cl*Z>o 

c p - 1 &*mTz>itm&mv, mc p - 1 &mmv&z>ffL&T»&nit, #u z 

*mW<D$imZ. MCP- 1 ^tfiJ^tLTfflV^ 

mcp-ih isniiti^bT^fuj; vttw-m&^mt^mzstti&w 
m&tt\zv>rt8i&wBih* ^nz\z^&nzfofcm£mi&&ftm&fctemmv> 
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;PX^-T>©^rfife (Nature), 256, 495 (1975)] 

o M^feMMtLTte. m*-\t. * l Jxfl/>^'jn-^ (PEG) *»-fe>^r 

fHiI)iSi:LTH NS-1, P3U1, SP2/0, AP-14 

2©iajtib#i*3fecD#tiJiiaBjiSi*<fflv^ns^ p 3 u 1 aw* l< ran 5*1* 

: 1-20 : lggnffctK PEG (^KHPEGl 0 0 0-PEG6 0 0 
0) #1 0 — 8 0 %gffi©»SrC8sin£*U 2 0~4 0*C, !ifSb<tt3 0~3 

7 "ct i - 1 o #w-r >*^- nts c t (c «k os&*«k < imm^r ^atdrr^ 
ft-sct****?**. itHAT (b#^-y->^>, 7sy^f u >, 9^5 ^» 

1 - 2 0 %, S t < 1 0 ~ 2 0 %©«^M^^tJR PM I 16 

40m 1^10 %©^Miiiifi^tiG 1 T^i m^tnmum tm ) & 
zwzwjv \*--?mmmmMmsBi& (sfm-ioi, btksx (**) ) & 

££ffi^££<hrtn?#£. il^2 0~4 0'C, £ U < 3 7*0 
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(b) t/^Dt-JW©iS 

^->3^m#: (#J> DEAE) fc<fcS«JK»&, jBSS'frS;, W^iSSc, ifCfC^ 
@ffiS5^Dr-< ^fc^War/n^-f >Gfc£©»te«^fc J: Dia#© 

t U 7-^i^ii:T^^LfeA^T>l'^bTSWil$^<Tf nil 

-20, u< ttiu i - 5 ©u^t* ts^^ffl v^ns. 

7D-f>h7yaA , >h J ?'^7D'f>h7yaA , >KS4bTfeJ;K Hk 
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u £ b < fiurr & d <k j&t-etr ^>o 

n :/ u xDftmmmmzu? mis. ? z. h^x^^ B 

u# z>m t (Dmmimm, * & £ ©a#t^j©^T^ □ #j « 

m\zm&zn&mzmm : }&M~emw'?z> z\ t \z ioTSit^ <r ^^t*#i> 0 <i 
n e. wm\z& i-fzmmmftmtem^ £ n/cfSB obis ummm t>n%£? \zt 
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□ <3&«?§Mf!K 3— if^^>, TJMr^^©^^ 

>©=k5&tfi*$!l> ^A°-5>K 7:fc^yM£fc«^xU-©J:5&#*39;&: 

TM _ 

0 , fc££#JBLT*>«fcH. ittlttTtt, WAS, 

^^iiB-a-LTfect^o mm^nrc^mm\t, mis* mmur^Mziemz 

W?LKj#) (09*fc£ 77K TOT,, tHyh, ?tMr, k7v, ^ 
&fFi«jfiLJEEffi (Jftfc, K^ttfliWSjlaJEE5S) ©ilfe^Mefcffl^ 
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*mw<D^ffi - j&*sfl©fi«»» #&m&. s-^jp- hfc£fc«t 

l-2 0mgSS, J;D«F*b<tt*&0. 1 ~ 1 0 m g g^£S£Mc&ITr £ £ 

UPAC- I UB Commission on Biochemical Nomenclature J;<5B§-^-&-5 
5 /»fcHUJ^jltt#*J* ft, #lC0J^b&ttn«L#:£^-r*>© 



DNA ■ : 7*3t-3r>"Jjfr&& 

cDNA ^IffiT^v-'J^il 

A : 75 s — > 

T : 5^5 > 

g : ify-> 

C : v- h>'> 

RNA : U##ft 

mRNA :\*yfe>S** — DaftM* 

d AT P :ft*->7T/*»HU>I 

dTTP : f^^Sy^U 

dGTP :ft+^7/'»H'J>S 

dCTP : rt+^^f^^H'J >^ 

ATP :7r/y>HU>K 

EDTA : X^U>v?T5>E3g^g| 

S D S : ^^JVmm± h'J^A 

Gly :^U^> 

Ala : 7^ — > 
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\r a 1 
v a i 


• ; ^ 1 1 v 

• / \ 1 J *r 


Leu 




lie 




o e r 




1 n r 


. >\ i^^r — y 


u y s 


• y **T ~" v- 


M e t 


• ^C- -J > y 


Lr 1 U 




Asp 




L y s 


: Uyy 


A r g 


: YJU^r — s 


T T i — 

His 


m "L*- T —f "» "5 - 


P h e 


: 7i — JkTr? — ✓ 


Ty r 


: ^P~>> 


Tr p 


: h'J^h77> 


Pro 


: 7a U > 


A s n 


: 7X/^7^> 


G 1 n 




p G 1 u 





Me : 

E t : X^;i/S 

B u : 

P h : 73L-)Vm 

TC :5 : 7l/'Jy>-4 (R) -#Jl/^-thS 

Tos : p- h)VJL>^)Vy^^-)V 

CHO : 
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B Z 1 

CI 2Bzl 
Bom 
Z 

C 1 -z 
B r -Z 
B o c 
DNP 
T r t 
Bum 
Fmo c 
HOB t 

HOOBt :3,4-5/k h'O-3-t ^0^-4-^7- 

1, 2. 3-^> 1 /h'J7^> 
HONB : l-hFD+y-5-yMM>-2, S-S^M^W 5 K 

DCC : N, N' -^^n^^V^l^vM* $ K 

■MCP-KOTSyKIB^J&^-r. 
C13^"J#^ : 2 ] 

7ND-MCP - 1 ©75 7WJ^t. 
C@B^J#^ : 3 3 

MCP- 1 £33— Kt^DNAdSI2M^St. 
CSE?U#-5§ : 4) 
7ND-MCP-1 £n— Hi" *DNA©tt3£iB5B**f . 
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: 2, 6-^no^>^ 
: 2-^n^E^>^;v^-=^^;i/^-;i/ 

: y-hn7i/-JV 
: MJ^W 

: t-7h*$'**)V 

: N- 9 -7)V*V—)V* Y^r^ts )V^~)V 



WO 01/89582 



26 



PCT/JP01/04381 



nmm 1 

=ES # U > (MCT) y hJWifilJlliJEfg^x^^fettSMCP-lOMtfiEWSl 

*S:iE*7yH WIR©ttttiE*iliiJE^y h (6 — 8iH»)> £4i¥fc#tf£: 0 
illi£te««#e^ ^ 2 S¥«MCT (60mg/kg. s. c. ) 48IH*N!g#, £31¥ttMCT:&1t 
+7ND-MCP-KDl®tS#» mCTMtlRlI*a#) ^«k^4^«MCTBS+7ND-MCP-l 

©2iaift#*(MCTMi^tMCT«t«2iiiwsB tufc. -r&fri^ m^mx^am 

/kg, s.c.)f&mttmm<D7y Mete, MCT eOmg/kg&^T&Mbfco 7ND-MCP-1<D1 
®&##©7vM;:tt, MCT 60ig/kgt|WJB#(c7ND-MCP-l^^^X5 K500//. g 
£ »ffi0f K^ttTMM^IBIzgSfiS tftA b tz. MCT&LS + 7ND-MCP- 1 <D 2 HI&^t!¥ • 
v V Kite, MCT 60mg/kgt|5|B#^7ND-MCP-1^5J^^XS F500/i g £fc®RfT 
fc^ttTM«!J^cillfflS®fcaEXl/fc^ 14B@{c7ND-MCP-15!3gy^7.5 H 500 At 

E*&ffift\zfttfxmmjmmmffi\z&x\stzo mcmh, 2, 3^41 
&fcm\z-z>\,*TMm¥&)mffi&ft'orzo 

t£&. 7ND-MCP-l^?i7 p ^X^ FteU MCP-lcDNA^ilMibT, S^ftKDPCR 
{Cct D7ND-MCP-1 cDNA£5tf§b (7ND-MCP-lCD3*5f5SHfcttFLAGgB2RI^f«iDbTVi 
T%>«fcV>) , «7ND-MCP-lcDNAS'p CDNA3»7X5 KODBamHIlM h£No 
tllM hOP B 1tc5'^BamHI-^-r h#L 3*«J#NotI-tM > hfc^5«fc3lclAtSu 

1. BWSiliiJEEJC^-rsf^ffl 

^^{iIIiMIit26.2 ± 4.7 wiRgT?&^fz<Dmcmwmffi'&tzb9 
. 7 + 2. 1 nmiHgi:±#bTVi^, 7ND-MCP-1 (MC P - 1 OjgSiMAf'f > 
) CO 1 [U&#-e37. 3 ± 4.6 mmHg> 2 0fi#-e-€-n-6n45. 6 ±9.8 umHg£^r« 

2. i^ii, fomoMmmwzwT&ftm 
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3. tinm£>£z$mizttTz>ftm 

m-m-\<D&5-xz.n%<Dmwwu-znfco ucmmmx\mm^^ 

^>L-\Z&Wt<D^ZU7T-¥h^W&<Dm%*U&tctiK 7ND-MCP-1<D&#T Z\ 

7ND-Mcp-ig#^=t-5 7^ hiz&tfz^; put?*) >mmm^ik&fiE.£ : tn\z 
wm\sxmmT%Mimmfcztf\z>b^m.(DV : £:y I v uc?-i<D^ifimw 

*^^0MC P - 1 CDJtiixPMMA^-r >> MC P - 1 ©M*riia#^A^-f > 
£zi — F-T£:&aiE3aj£#-r3DNA£fc«MCP- 1 {C^-T^^SF^^-e-W 
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1. MCP- 1 <Dt£tfLm.WM2*^-1>hV<teJt(DM.. MCP-l©fifaE* 

2. MCP- 1 ©tetrtlSSMATM" >^7ND-MCP- lTffcSfi^ 1 12 

m c p - 1 <D&mmmm&7 L '( > *> l < tt^ot, mcp-i ©^Pimf 

5. S^Jg 1 !3i©MC P - 1 OMatiAf-f >feb<«^©^, MCP 
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Sequence Listing 

<110> Egashira Kensuke 

<110> Takeda Chemical Industries, Ltd. 

<120> Composition for treating or preventing primary pulmonary hypertens 
ion 

<130> P2001-076PCT 
<160> 4 

<210> 1 
<211> 76 
<212> PRT 
<213> Human 

<400> 1 

Gin Pro Asp Ala He Asn Ala Pro Val Thr Cys Cys Tyr Asn Phe Thr 

15 10 15 

Asn Arg Lys He Ser Val Gin Arg Leu Ala Ser Tyr Arg Arg He Thr 

20 25 30 

Ser Ser Lys Cys Pro Lys Glu Ala Val He Phe Lys Thr He Val Ala 

35 40 45 

Lys Glu He Cys Ala Asp Pro Lys Gin Lys Trp Val Gin Asp Ser Met 

50 55 60 

Asp His Leu Asp Lys Gin Thr Gin Thr Pro Lys Thr 
65 70 75 



<210> 2 
<211> 69 
<212> PRT 
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<213> Human 



<400> 2 

Gin Val Thr Cys Cys Tyr Asn Phe Thr Asn Arg Lys lie Ser Val Gin 

15 10 15 

Arg Leu Ala Ser Tyr Arg Arg He Thr Ser Ser Lys Cys Pro Lys Glu 

20 25 30 

Ala Val He Phe Lys Thr He Val Ala Lys Glu He Cys Ala Asp Pro 

35 . 40 45 

Lys Gin Lys Trp Val Gin Asp Ser Met Asp His Leu Asp Lys Gin Thr 

50 55 60 

Gin Thr Pro Lys Thr 
65 

<210> 3 
<211> 228 
<212> DNA 
<213> Human 

<400> 3 

cagccagatg caatcaatgc 
tcagtgcaga ggctcgcgag 
gtgatcttca agaccattgt 
caggattcca tggaccacct 

<210> 4 
<211> 207 
<212> DNA 
<213> Human 



cccagtcacc tgctgttata acttcaccaa taggaagatc 60 

ctatagaaga atcaccagca gcaagtgtcc caaagaagct 120 

ggccaaggag atctgtgctg accccaagca gaagtgggtt 180 

ggacaagcaa acccaaactc cgaagact 228 
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<400> 4 

caggtcacct gctgttataa cttcaccaat aggaagatct cagtgcagag gctcgcgagc 60 

tatagaagaa tcaccagcag caagtgtccc aaagaagctg tgatcttcaa gaccattgtg 120 

gccaaggaga tctgtgctga ccccaagcag aagtgggttc aggattccat ggaccacctg 180 

gacaagcaaa cccaaactcc gaagact 207 
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